SUMMARY We describe two patients with metachromatic leucodystrophy who presented with peripheral neuropathy and had no evidence of central nervous system involvement at the time of presentation. Such an occurrence is not well recognized and the diagnosis is usually missed until the other features of the disease manifest themselves. Early recognition of this disease may become of practical importance from the point of view of therapy, judging from recent developments, and is also important from the point of view of genetic counselling. We suggest that cases of peripheral neuropathy in infancy and childhood, should be subjected to peripheral nerve biopsy when the aetiology is not obvious.
Although it is known that the peripheral nerves share in the pathological changes that occur in metachromatic leucodystrophy (Greenfield, 1933; Brain and Greenfield, 1950; Thieffry and Lyon, 1959; Hagberg, Sourander, and Thoren, 1962; Webster, 1962) and that these changes may manifest themselves clinically (Hagberg et al., 1962; Hagberg, 1963; Fullerton, 1964) , it is not well recognized that peripheral neuropathy may sometimes be the presenting feature of this disease (Yuddell, Gomez, Lambert, and Dockerty, 1967; Tasker and Chutorian, 1969) . The purpose of this paper is to report two such patients, seen in one regional unit over the four year period, 1967-71, who presented purely as cases of peripheral neuropathy. One of these (case 1) has been reported in detail earlier (Aziz and Pearce, 1968) and will be only briefly described here.
CASE 1 (HRI 19109) . This child born to unrelated parents without any family history of neurological disease presented at the age of 12 years, with a history of difficulty in walking of a few weeks' duration. There was a past history of recurrent attacks of upper respiratory tract infection. On examination at the age of 18 months she was mentally alert, there was a left sixth-nerve palsy, the arms were normal but the legs were hypotonic, with weakness of both proximal and distal muscles, and the reflexes were depressed. A lumbar puncture examination at the time showed cerebrospinal fluid (CSF) protein 180 mg/100 ml. without cells, and a negative Lange curve. In view of these clinical and biochemical findings a diagnosis of postinfective peripheral neuritis was made.
Electrophysiological studies were done at this stage (Dr. D. Taverner). The conduction velocity in the right lateral popliteal nerve was 15 m/sec. Electromyographic studies were done on the right anterior tibial and left extensor digitorum brevis muscles. There was discrete motor activity with spontaneous fibrillation potentials in both these muscles, confirming denervation in the muscles of the legs.
She showed an apparent improvement on steroids and was discharged from hospital. She later began to deteriorate and after six months from the onset of the illness she had become helpless and unable to stand. There was no change in the sixth nerve palsy. At this stage her hands were unsteady and she had a coarse tremor while feeding herself. She was mentally alert and would play with her brother.
On readmission 10 months after the onset of the illness her legs were for the first time found to be spastic and the knee jerks were pathologically brisk. (Webster, 1962) . The degeneration of the myelin, which is formed by the Schwann cells, is presumably secondary to this.
Although the neurological manifestations of metachromatic leucodystrophy are mainly due to the central nervous system involvement, the peripheral nerve involvement also manifests itself clinically, and this fact has been largely overlooked. Although obtaining a history of sensory disturbance and carrying out objective sensory testing are often difficult in young children, the motor manifestations of peripheral neuropathy and hyporeflexia may be evident. This can be confirmed by electrophysiological studies. Fullerton (1964) reported a marked reduction of motor nerve conduction velocity in six of seven patients with metachromatic leucodystrophy. Yudell et al. (1967) emphasized that metachromatic leucodystrophy may present in the early phase of the disease as a pure polyneuropathy. They reported two patients in whom this occurred. In the first the diagnosis was suspected only at the third visit of the patient and after pyramidal signs and other evidence of central nervous system involvement had developed. The second patient had presented elsewhere two years previously and the diagnosis had not been suspected. When first seen by the authors she had marked evidence of central nervous system involvement. In both cases the diagnosis was confirmed by sural nerve biopsy.
The fact that the diagnosis of this disease may be missed when it presents as a pure peripheral neuropathy is also illustrated by the present cases and by a recent paper on chronic polyneuritis of childhood (Tasker and Chutorian, 1969 (Moosa and Dubowitz, 1971) claims that this therapy appears to arrest the progression of the disease. The authors stress that failure in producing a useful result in the later stages of the disease is not surprising because the above therapy cannot reverse the damage already done, but can only prevent further damage. If the value of this therapy were to be confirmed early recognition of this disease would assume practical importance.
In view of the above and because early recognition of metachromatic leucodystrophy is also of practical importance for genetic counselling, every case of peripheral neuropathy in infancy and early childhood, which is an uncommon condition, deserves a peripheral nerve biopsy to exclude the possibility of this disease, unless the aetiology is obvious. Examination of epithelial cells in the urine and rectal biopsy for metachromatic material are less reliable diagnostic measures. Cerebral biopsy may be needed if other investigations are negative.
